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m m m 

*mn*. e& w=^p^f>w-Hfc (pkc) B«M^LT*ffl& mutm 
mm 

JnTJ^I—ec (pkc) li. fflWtcfcoTSttfl:**i*tiA3»«*t-3-irij> 

•< Vlf < AlZ^^tfCt^ (B i ochem J 2 9 1:329-343 (1 99 
3) ) . PKCIi, ^$*^592-737<i(D7 = /^fi|^$tl^-05^'J^^KT'fey, 

ftotror-fcs. PKC7-fvif-fid4. 75y»ixc;b-e4o~ao%oft^tt$#rsci: 

(Science 258:607-614 (199 2)). PKC7-T A. 
l**^i/^A|^tt#1t-efe5. tit. PKC0)eti*VXWt*)l*s'!?J*iSJ:V27*sJi,V 

«fta>«fiE^wtBi=fci^ 4«l«)PKC7-fvif-rA3WH4Lrt^ci3Waj6*iT^ 

tXj8 27-rV1f-fA$gttfb*#* (Am J Physiol 26 5 :E7 83-79 

3 (1 993)). m&ommztsvTt. 0i74 x j-#<(MM%&itmt>h& (j 

Clin Invest 1 0 0 : 1 1 5 - 1 2 6 (1 9 9 7) ) . ttz. jfaffiSg-P&K 
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*tli274V*4l><»m\tim£Z*lT\.^ (Pr oc Natl Acad Sci 
USA 89:1 1059-1 1 063 (1 992)). *fc fiZT^f^LOAm 

mmit/mizmt&ztmztiTi^ <j B i 0 i chem 269:23 

230-23235 (1 994) ) 0 

«ki;Na/K-ATPase U ^^^^^1"^^^$ 
(Diabetes 47: 8 5 9-866 (1 998) ) . 

MfcO&WftmtttZZttfijiiZhZl^ (Science 272:728-731 
(1 996). J Clin Invest 1 00:1 1 5-1 26 (1 997)). 

*41WtLt*i6ilW*(Biochem Biophys Res Commun 
1 3 5 : 3 9 7-402 (1 986) ) . L*U -^Jfc^^^b^OO)^^ 

TL^ (J Med Chem 3 9 : 2 6 6 4-2 6 7 1 (1 9 96) ) . tti.p*>, X 

□T^^-4ffZlt^LPKCI^to^LMb^<tLT»Ib*lTL^ (J Med 
Chem 35:994-1 001 (1 992)). 

e^KyjbTU^SKfcLTI*. WW7-2 1 597 7^TiB-flS5ECr^^ 
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WO 9 7/1 6 T1B-^T'^£ ?Px-f >*7- 



lH»7^b>»4«»LTl^CttfcWthfl!)1«li:«, TIB— flS3$ ( I ) Tr* 
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CONH 2 









£LTt»&iwrP7'J— ;k 

££LTt&lWrP7 , J— ;k 



&S$*LT : tSt^Tn7 , J— L/X 

A 3 : NR 7 , CO, O, S, fHW**LTtALHS»7;i^rU>, XB»*, 

R 2 , R\ R\ R 5 , RWR'^-W^r. *Xff?. /\oy>, OH, NH 2 , 

CN. -CHO, -C(=NH)-NH 2 , fi&g££LTt Al^7;Mnlk -C<=0)-«» 

£*LT*fiiM5«7;Mr;k -c«=o)-oHB»«$*LT*fiiMff»7;u*;k -so 2 -S 
JW**LTtftlM*«7**;k -C(=0)-ffl^S^LT4,Al^xP7U-;k g& 
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~G<Dmx.itKmmmzmtz> 0 k^t tmmwn am man** 

Jk X*Jk ?OtX <V^PtX ?*Jk sec-^k ter t- 

?*;k *>*;k 'fv^k ***:/*;k ter t-^>^k i-«^;k?^k 
2->^;u^k 1, 2-v^;k?PtfJk ^*v;k -fys+^k 

r<s&7ju*u>j am ^ux ifi/k ?ptfux y?isi&<m. 

r7'j-;u am 77^k 7>hU;k ?x7>Mj;k -<>y-;k 

r^TP7'j-^j am ?'j;k *i-Jk enyjk -rs*VWk *r:/Wk 
t7v*u;k -rv*7i/»j;k -rvw/y;k trys^k eyse&k ey*$?=ik e 
5v;k *7$Wj;k h'J7yj;i'&i;xh ; 7y'j;^|(D^^xP7U-;k of 

U;k ^"^'Jv-^k bfyKbfySi^k 2, 3->^U>i;^>7x^k 2. 3 
-vtKP^T>K'j;k 1 » 3-vt KP-fV-OK'JJk K 3-vtKP-fV*:^/:? 

?-;k 3-t^v-f^>K'j;k 2-^+v-n 2-s?t KD+ygrjk 1> 1- 
v^+v<>y^7x-;k 9-^V7;^b^u^cD-^xexii=^^TP7'J- 

rv*P7;i*u>j . r7'j-L/>j s r^P7'J-b>j i*±£L£ rv?ci7 
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r®a«£WLTt&i^7U-juj , r«Mfc^LTt.fti*$/*n7;i*;uj . rn 

**LT*At^P7;u+u>j , r«MitsprLrt,A^7y-u>j . nt&gfc* 
L-ctAi^TD7y-u>j , xt; r«»^uT*atMsa7;u*^j © rs&Sj 

£LTI& COOH, OH. /\Py>W^ % N0 2 , CN, NH 2 » S0 2 NH 2 , COCHg 
m)l^r)l. CONH-(fi«7Jl^r;U), N )\A-)l) . U-<m7)\*)\,) 2% W& 

7i\A-)W -0-mJi\A-)W '\u?jmT)l*)\,s -0-/\P^V«»7;U^k -S-iS 
«7^k -so a HS«7;MrJk -so 2 nh-«s»7;MtJW. -so 2 N-(*g&7;u*;u) 
2 , v^P7;u+;k 7'J-;k ^P7U-;k =o. =ch 2 . W&T)\*-)\s-t*)-)W 
«R7;u*;u-oHS«7;u4riu-7 y-;WfcWWf =*l6(=«ih**i-5 to-efi 
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r/\ny>**j tt?^, aim*. *mwwfi&LZ. 

ft a/\*lt 7T-;uSL Ti^f^t m se% 

l^>X;U7hMWW)*Wt 7X/\7*>& ^U*5>i&£<tV)i£te7S/S& 
t<7)Kf^. 7h'J^ A'J^ T^vO^ Til^-^LtlZtim 

^WO^PK^V^^sW-SattLm Prog. Med. 5:2157-2161 

(1 9 8 5) i=ck**iti^»^ £ji»jsi 9 9o^fij rmm&omi varnam. 

tf 1 6 3 ~ 1 9 8 KlZtffiZtlXl^&tmfbtlZ. 

aniti^m«ti«iiutft< -i*^tftffi±»sMJ5:«^&<&s. l*» 

»*LTtt«*.lttfy-> (Greene) Jktf**? (Wilts) * % TProtective Graps in 
Organic Synthesis (*2fi0 J Izmom&Zmi&ZttfV^ C*&*5£ftfttt& 

7 



WO 00/76980 

mi 



PCT/JPOO/03768 



D N 

(ID 



A 2 



NH 



(III) 



N 



CONH, 




N ^CONH 2 

(i) 



HN 




2 N , 

-A 2 II ..-i 
R 1/ N N^V* 

R 3 (IV) 



CONH, 



(5C«©l' im%L&znm um. a\ a 2 . r\ r 2 . r 3 , x. Y(DiE#i*gife t mm) 

0<]*i*np ^^jux;u7r-;k / $ >x;u*x;u**v s p-h;ux>;ui,*x 

7 »J -Jl, h 'J 7 b- K 7 U -JUtfP >BW0!)7 U -)im*BiZZM (I) W-c* 
-5. ^b*ifdb£$i(l)(3K7PP3/\<7g>f 5 Ktt«-7n%zi/\£lft<f 5 K Xli* 
•fey >v7;i*u K^<OMpy^bSij^ffl$#^M^^^g±iz/Na>fMb^fT5$A< 

1.2-i?*PPX$X *PP*;i/AI|(DMP^MI«2km liN-v^l^ATS k 
(DMF) , iJ>fJWJ^vK (DMSO) % i/>^;i/7-bh75 h\ N-^UtfPU 
7-bhxh'j;U (Me CN) % II^X^l^D^llT^fcj&g^ S;E7bSlD& 

£S (»*L<tt» i/-f v^pe;i/x^i/75>. ^y^;ut;u/-|x«jx tf'ji?x 4-(Rn- 

^^75y)fji;» xiits^^s (»*L<i*. mtvtK *mti-h>)* 
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Lfc TProtective Graps in Organic Synthesis (B2j£) J l3fEt£(7)&ltg) ttt&Wfk 



DMF, DMSO, tf'jvX *^^fc*^E#«^ flfflL W> JUb 
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D N 
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D N 



R V A W 

H u 

(la) 
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(R 6 )R 5 N^ X nT"Y 



(lb) 



D N 




N ^CONH 2 
HO X N^Y ;X 

R 3 (Ic) 

^tt<t©S£ #5 Z 7;^r t Kfc&tfTKfmb^ihf- F- 'J ^ A, h 'J 7-b h*v*m 
itt^mt h 'J ^A. v7/ mitt^mt K >J ^A^M?K^b^$fflLN^ji5cW7 

*tz. % ^tzit^<DR 3 mm^m^t±ummy5mx^ 3 izT^jimxt^m^ 
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CONH 2 



D - A Y R (VII) 0 V 

R4-A3H X., , 

R (VI) / r3 (Id) 



1 2 

o'Nr R (viii) -/ a V r2 



CONH 2 



2 N -CC0NH 2 R4-A3-L ° 1 

Xtt.*<DS*Httft (le) (|f) 

(itct'oz!*o.sx(SJn^s*L, a 3 , tf&vz<mm&\3mmm 

6o ft^«|(le)|Zib^ttMll)$fil6*-fr(lf)^SWT»$5 0 sisiiifjgj^ 

L<li3HffllKfc7K*«, X-^HI. /\Py>-fb^b7Km DMF, MeCNl&Dj&S 
fc*StefcS««k *»fc* K'J^Ax * 'J ^A-t-? v h\ 7*;U "J -J- K 'J 
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/ A \m^ R2 A 1 r2 

D N 



R 1 



R 0*V 



(U) 



^ (Ig) 



/ A \ K R 2 / Av -m^ r2 
D N D N 
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(5t*0)R 9 , R ,0 l*^^^*^LTtStMg|»7;i^;UXtt7'J-;u^Sl*L. *0 
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bit. xmubm ( i ) mnit^mnmtsm^^mmt^ 
me 



N V" ► nV 

R OX) " (X) 



1 -2 



L 1 n D /A "N" R n 

(VII) y (VIII) 



A' r 2 
N X.CONH 2 

(XI) 
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L 1 

(XII) 



L 1 

(XIII) 



D" B ^N' R ' 
L 2^A Y -'X 



CN 




CONH 2 



Y 

(XVI) (XVII) 

IMsMt^fc (xvii) (fc ib^fe (xiv, xv) lc»LIWE«a5i ^#<7)B&&££? T ?z < t 
Xtt, vTV tt£83 (XVI) £ffHeS& 2 <h H«0Jn*tf fcfifcfctt Lto&Zk tfuzz. * 
®ft (XV) \d5i>^mtt*Z>ib£;® (XIV) IzfcfLT. flHSUIS 8 tHflfeD^^xii 

itmzmwzft&o^vijjirEZizwz ixit <j 2, a e. 6-x ^utx 

»*Lfc!t -tt2t^l=75RbLT*;U/^iHt>BBi*:(XlV)$^Zi*<T?t^o * 
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xwmzm^z z t z ttfvzz 0 $t r» hxxt^s/tv s^t* <xi i o it 

fl^SJS^ff^Ztr^zi^-etSo *IBH* (XVI) Ifc R"#$/7/dMMMIl (XIII) 



S&8 



hn' r1 hn' r2 



(XVIII) 



(XIX) 



R 3 



R 2 

(IV) HN'' 




R 3 



(^+WlB#f*iflS^) 

(IV) ffc <bS% (XIX) 0)v7/$mnB^2i:^(Dfti7X^SlSfc#L 

**c *m (xix) ii, ft^* (xviii) i=»LnttB8ai tmmmm. 
&mmmmm®<Dm<vmm$m lt*sh=j: wmvzz. mottsiitt 
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*fcJk PKCQWt&IMNtMlt. ^Jftu J^*uW:«LtiM*«a¥ 
B-aWUrLTWflTffc*. ZZT^tl^lzli, among, affftttttifc 

(iaSfcfrS) 

1. PKCimOR(SPAI^PKCSttam) 
PKCPlSIS^Ii (J. Bio. Chan, 260:10039-10043, 1985) izMfLCtzfimz^iJVXkLtu 
SPA (Scintillation Proximity Assay) tit Am e 

MH£t*T«4HFttE!K (£S) Lfr«^lzv^u-v3^<fcZ^^fijfflLfc«>x 

SJSi« (*&£: 2. 5mUn i t PKC isozymes (Ca I b i ochem 
tt).50mM- HEPES(pH7. 5) . O. 25mM EDTA, O. 125mM D 
TT. 12. 5mM MgCI 2 , O. 5mM EG T A, O. 75mM CaCI 2 .0. 2 
5% Triton X-1 00, O. 2juM £*?>- e -<<7? K (Bioti n-E 
RMRPRKRQGSVRRRV, KftjMH=*U4*) . 0. 2*M ATP. 0. 

2uC\ [r-"P]-ATP (lOmCi/ml, Amershamfc). 50ng/ 
ml 7^-JU2, 13-^fU-KWAKOtt), 184^g/ml Z>** 
77*V)W)^ (WAKOtt) 50/i lie »t£%Z)DMSO;£&£, i ^xj^tc 
V2n\ (DMSO<Dft$f^j£li4%) ;&JDL7i 0 C^Op t iPlate™ (PACK 

ARDtt) izmu n-e (20-25^) T?iiWBHiL-by>y^ift«j 0 fc. 

SJSffjtfc (0. 1mg SPAt-X, 136/.MATP, 50mM HEPES 
(pH7. 5),0. 25mM EDTA, 0. 125mM DTT.12. 5mM MgC 
l 2 . 0. 5mM EGTA, 0. 7 5mM C a C I 2 ) £ 1 ^i^fclj i 5 0 /i I j&jfl 

LTfttfU W%T"l saHMWLfcfc, ?U-h£l 5 0 0EHET 
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3#WSfcU SPA£-X$mZlttz, TOP COUNT (PACKARD*!) 

WiNbMiittPKCAatttAinzniLfe. T»Ai=*Moft«» 

<t£%& PKC£ 2 H*Sttft$^t. 
SA 





IC^Guel) 


mm 


IC^CutDl) 


17-1 


0.0049 


26-4 


0.018 


17-9 


0.0033 


26-21 


0.0069 


19-11 


0.0073 


26-24 


0.063 


23-1 


0.073 


28 


0.061 



2. PKC£2EB*iitiS 

PKC^2Hm^li (J. Biol. Chaa 268:9122-9129. 1993 Eur. J. Biochan 
194:89-94. 1990) (=*tfc3&jaiz«fc UJKtt Lfc. 

1) ^bS!fc r-PKCj8 2SgSK$$-0ffo$ 

t \*¥r±m PKC /3 2 It t hRR c D N A Zmt UPC R&lz* i) $ a- - > 

?u p c dna3. ism'<5*-\zm&A,tzo ^(n^ot-te&iswmh-j^j 

■7-$fflL>r7S/»2 2-2 8 (775/K) S^SltfdSttftS^KC/B 2g«><* 

**. c©j»»t«fe*i** ztx-mm p k c /* ess*** c t ^ e 

2) PKC£2|Bg3tt0ag£ 

COS7«tt*2 4^b-Hd»U ±ffigttftS!PKCiS«^^-tpAP1 
-I uc i feraseU^-^5K (St ra tageneft) Eugene 
(Roche Diagnostic stt) ^fflL^T h7>X7ii? h tfc. LTIi 
p c DN A3. 1***-4H|C-*-:f5*s K*h9>X7i^hLfc. it^#A3 

B«wai=aiift:*«©DMso»a$i^fcfcyi^ iga, nL (DMso^^-ggiio. 

1%) , 2 4«gSLfi ZKlZtSmm (2 5mM Tr i s-C I ( P H7. 8) , 
2mM DTT, 2mM CDTA, 10% glycerol, 1% Tr i tonX- 
1 0 0) $1 00^ I &*UU EMRLfc. la]J|2Lfc«§jg^2 0// I **a-?|=0au 

17 



WO 00/76980 PCT/JPOO/03768 

mat LB9501, Ber tho I dft) TSBfcLfc. PKCj8Sttl=J:« | uc i f 
e r asejSteflJtit CSttflS! P K C 0 2 £ H Lfcfllft© I uc i f e r 

a sej£1ffrbpcDNA3. 1 £ K5>X7x£ KLfc^fl&CD I uc i f erased 
Cfctt) lc^&^b£Mqj$M£ P K C 0 2 ffigftffl £ Lfc« 
*-0>&£. *ftWb^l*PKCjB2gtt£ftffKBMLfc. TE»BI=*«|lia>tta 
WbS^fliSlite**?-. 



SB 





ICsOmol) 




IC„CuBol) 


17-1 


0.38 


Oft— C 


0.094 


19-11 


0.1 


27-1 


0.11 


19-18 


0.096 


28 


0.038 



3. wam&mamm 

ttffftttTC&ffftlltt (Science, 272:728-731, 1996) lZ*Cfc*at«|:y||BLfc. 
81f$ffl4Wi s t a r5?M=*:/h/{A,lf$-/W«BT, X hb^r-'/hv^ (S i 
gmatt) £6 0mg/kgT?|$MlW*U ttg$f X Kb? h'/ hS/^ft 

4fiBJ:y, ^b^£-B-|aMP-C8iSgB^S4^So S42, 4, 6, 8®g|C 

zom&s mfemn-witsmt. ±j&mzt$iw(kg/w>&Q&i§. % ammztsi^x. 
2) mmmmmmm 

t£R$ite#$&X&g&}mZ (Eur. J. Endcrinol, 134:467-473. 1996) IC^Cfc^SfcKJ: 

1 39KtH£Wi s t a r77H:^>h/^t'^-JH^T, Xhb^V/hv^ (s 
i gmatt) £ 5 0 m g/k g T«^S4L, 8B$i$&£$-&& a 3,r-U7h7l-» 

it^w$gfe?iiis£^mi^gi «m*7*;u 200, B#mmt) r«-r 
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l£S*(rf=12) 






50.2±1.1 


43.6±0.6 


46.3±0.5 



wem&s : jE%m vs mRmn ■. p<d.ooi. m%.mm v S : p<d.o5 



mmmm^x* mi mm* mmi mm* -h-J^mi mi mi mm* & 
^ m* mmizwmztu gpwxiiiMgPMK&^tia, 

%JS.LXmM3i£l*tlZt)K fi^JjKAl BUSfcUgPTO. 1~5O0mg. IN^PTfC 

01-1 oomg-efcy. c*i^i@festM*iai5iiz»itTS^-s>. mmmw&tt- 

*miz±%&Q®4otzmmimtetLzit* mi mi mmztmi^hZo 
zo&otumimmizts^Tits -oxitztiyLtajsmim* ^<«tt-o<D^s 
m%mi nzmxL T>-h-;k Jwm* tKP*i>?pt o ;Hz;up-;^ m 

p-x. t KP+i/^pe^^i^r;i,p-X7^U-hfti*a)|i2iXttisi4fc§LMjji 
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fintt^OfettOKMWjfljM^ HJWMI^§**iSim » Hft e,q«,:7 
*W)«k5«Pa8Wt m BUftft IR«*ft**LTlvct,J:l\ 

-<7>«i:5fcM!ii£ 3ei=«sM»i mffitu an* afl»i $£<b*q («* 



ftU -fit* h in?-r v ?n tf/ux^ £ > 10. 4g <t h;n- 1?> a 5g «n *fc. -g- 
^;u7x >j / ) eu 5 h u ;us. og t. 

##0>]2-1 

□ 77>15Qnl|Z^jSU -60fcT?K N-v> *j|,x* U> v7 S > 15. Og ^ffljlfc. 
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Z-ZfCVimmLtzVL * 750ml ^QB^SDW T?tttULfco 7Wf£S 

*pp-2- [ (2-^/*;u75/x^i,) 75/] (3-^u7xy/> t?y5v>-5-a 

;U^- h'JA<5.5g£#fc 0 

##<5>J2-1 t miZ LT##$ 2-2~###] 2-12. ##^8-25~##^]8-28, ##0IJ2O-1S 
Ml 20-2 Ettfi)1b£ft$ftfc. 

4-^pp-2- [ (2-i?/?;u75/x^;u) 7=y] -6- (3-y^7-'jy) t?'J5v>- 
5-*;u7n- h'j;i/2 92g £ n, r*-i?y^;u7t-wuA75 K 5Qni I3«bu *>v^7;H3-;u 

9. 54g t 60***fW- h 'J 2 83g £Jjfl^ ](XfCV 3 B«BWn»Lfc. £ftSfttt=IMtt 
ft7^=^A*»*2Qnl <h* 200ml £«ffi«n*, «f£±3 Lfc*Sft£* 10nU 2-?P/nV- 
;H5nU £blZX-x;UQnl T'ft&mtikLX [ (2-v>^;U75y 

X^U) 75/] -6- (3-**ilT=.VS) e<J5i;>5-^U^Xhy;U3.13g$#fco 
##0J 3-1 l^flllX LT##0IJ 3-2~###j 3-12 iEKflfc^^fc. 

4 _>7 na _2- [ (2-i?^^l,75yx^U) 757] -6- (3-/^;U7~ 'J/) t°'J5v>- 
13Sng Cm- 2ml 130°C-C 8 Btf&to&Lfco fiJSS^fe 

Zis'JtfjitiyMnv h^?*- ; *pptM,a : >$/-;u : 7^-7 

7K=200: 10: 1) "CUSIIU 2- [ (2-v/^U75/X^U) 75/] -4, 6-tfX- (3-/? 

/U7xy/) ey5v>-5-*;^hy;b78hE^fc. 

4.6-v^PP-2-/^UX^77x;i^ey 5i;>-5-*;U7t>>^xt K 9.43g £ 2-/*;u- 
2-^P/\V-;U3CQnU *8Cml IZ^MU 2-/^;i^-2-^T> 18ml, 'J >8tZ3K^f h 1 J 
5.07g,S^^hy^A5.74g *to*T^TT-4mmLtzo JxZ%mzi®£m 
7k12Onl.^PP^A 700tol £JD*T£S-C«&& tfOTSftft. *»Lfcft* H*6I8£ 

•J 5 V>*-l3)l,#yM 9. 94g 
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4.6-^OD-2-y^;UX;i,7T-;U-trU5i?>^-*^>e 7.71g (CiM^-JU 10Qnl 

Gtazxifflwssa&LLtz. fflte&ETT&i: ixn*Ktzmg£ i, 2-v?ppi$ 

> lOQnl I^LTiK^T, 28»7> : E-7* ISM £j£x. % WEtCZftlUHtLfc. % m 
«IETT?«£Lfclt *20Onl $jta^Ta«U *»Uat 60^T?-BME£*tLT4.6- 
p p-2-> tMux^t-a^'J 5 S*>5-a ;Me** 3 k 6. 70g 

#%#J 6 1 mmz txmm io uMXMtttomtz. 

4.6-v^PP-2->^X;U77-^t°'J5v>-&-*;U7fC+-9-5 K 595^0 1, 4-v**tf 
>5§}$25nl lCN.N-v-rV^Pe;UX^;U75>0.44nl,a-^P^T-'J> 439hg £flD;L 16 

7 < -izft L, 4-(3-^p =e 7- 'J y )-6-$ p p-2-y *;utju? T -A-t°'J = e;>-&-* ;u 

#4Mr5K93Qig£f#fc 0 

##0>J 7-1 tmiZLXmm 7-2~##0| 7-24 &rj##0lj 18-1~#%$j 18-24 12^0^ 
##0«8-1 

4-(3-^P^7-U/)^PP-2->^X;U^7-^e'J5v^5-*;U7H+-9-= K 465rg 
©^^UX;HMf*>Rt«10nl f=*^TT?ft||* 'J ^A432^31%agflaK3|i7k 0.71ml $ 
Hl*T?5B$MiitfLfc. SJSS^JIZ* 20Qnl ^iP^rB;gT:Jt^L, flrtBLfcS 
ftHfeftUt **Lfcfc, flflCTf-BWEftilLT 4-(3-^P^7^'J/)-2-^^;u^;u 

##0« 8-1 II LT##0O 8-2~##$| 8-24, ##0)J 21-1 S7j#^U 21-2 tBEO){t£ 

##0119-1 

226.6-rh7>^e^'Jv>2 7ml <7>f H5fc KP75>8Qnl »«lz*JfrT^^y 
9. 65nl 10 #£#Lfc 0 £ blZ-78°CT* 30 2 P p t^i?> 

20g <7)x h7 1 KP7^> IQnl »*«3TFLfc. HSlCT 30 fifc»;»C K5«f 

7^X2g£7fl*30#g!#Lfco $€>!:: IN ttiftlSal fcfcTU «if J«ETB3tLfc. S 
»C^PP*;UAflD*, iwm ffilD*l*-eft», *^1^7K«5HT^vt7A-el£ 
Hit ME®£Uco *e.K»slK7-bh>*lD^»tt$a4U S»$XEV£L^. 
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®t>Mz-m*mi} 7 A* □ 7 h 9? Z> <- GgU$;* : / $ y :1) 7?*t® U 3. 5- 

□ □ t'5 i?>-2-*;u;K>g 1. 2g 
#%#]9-1 t fslfflz LT##$l 9-2~###J 9-6 !EltfMb£$l£|#£o 
##0!)11 

* 69ang mis 4 WD^SLfc^ »«««ETB* Lfc. »&*ifcJSa$S/ij*y 
##0M2 

3.5-v^ppe^v>-2-*;U7K^5 K ig lzt*ism>J> 7.3*1 ti?x^;ur-ij> 
ifcttn*. sftrcsitmwtLfcik «K««ElWLfe. «tf=IHfcmi,*ftijL 

fflSU 2->7/-3.5-^PPe^i;>77QiB^fc 0 
##0913-1 

2. 6-t?$ □ O 10. 7g CD 10«&-> $ J ~ji 3Qnl P/<>$ / > 5. 68g. 

31«BIWt*«*7.5nl % 10«K2Qnl SftttHUMR 7 *fDfo 9. 4g ^JlDxMT 

1 mmWLtzo m$XEB£Uz9L *30Qnl £J]D;L X-^50Qnl vmLtz. W 

5:1) T*m$LLXS- (3.5-Vtnnt£7*}^2-4)l) S»*™,XXt;M. 

##09 13-1 i: gftfc L 13-2 CttaHb&ft&lfc. 

##0914-1 

3-^>y<;^a6-v^PPe5v>502ng(C^UA75Kl5mU 50%^2 5nk 31«fflMb 
***1.5»U «Oitt77Kffitt27Qq E $jto^ /l^^ST 18 iSHffl&Lfc. 

(^fcBfc;M**->:it®|X^U=2:l) -efflSL 6-^>^;u-3,5-v>7Dn tvv>- 
2-*;i4?*-*= h* 18&rg ^fco 

##09 14-1 t m$lZ LT###9 14-2~##0l| 14-9 fsmof t^*$ff fc. 
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2. 6-5?* □ □ fcf 7^>-3-*JUJt5+^5 K 57Chg <&5?2 □ □ * $ > 6ml »«|z h 'J 7;M-Qft 

fcft, SIT? 1 RWBWtLfc. 300ml £7JD;L ^□□^^>T'ttiUL7c 0 

«Mfttlli«tft»U M7^^A-eWHL fttt«XE»Lfc. ®*htz 

U 6- h V 7;M"P * ?JU-3, □ □ t°7 S»-2-a;U7t?*-* 5 K 1CQrg «»fc. 

3,5-v^7Pn-6-t KP*5^;ut^5;>-2-*;u7|^$ k sscng iz> * >;untou$ 
P'J K950ul £tf»J5J>15nl £ao*, gST? 1.5 ^Lfc, »tt£*EWfeLfcfc, * 
ISQnl £*D*, P1X^;U 3C0nl TttttLfc. *ttff£ffiaftraT?^L*:fe B&lgT? 

■y-5K516m*£&fc. 

#*W 16-1 £ Elflc LT##0IJ 16-2 &rj##0y 16 -3 |B«<J!>fl:£#|£fcfc 0 
##0J17-1 

6-(1-^PPX^)-3,5-^PPe5v>-2-*^7t?^= K 2.2% <7)I*/-,U 70ml £x 

t kp 35mi <ommz w^^Lzm. ix^ zmz.*m®%T 4 m±izx 
is B#Faim^Lfco tta*a*L»ii*«EB*LTi»&*ifc»a*tt«L, 3,5-v^pp- 

6-x^ut^^>-2-*;i,7K^5 K 1. 92g zntzo 

mm 17-1 <t |»: LT##$ 17-2 &rj#%0j 17-3 CKGXbftttSftfe. 

##$19 

£S l I^U>7.35g.U>K5.15ml(O;l^$140 a C^2^r B ^Lm 5- (3-^;U7 
-•J/) -3->^UX;^T~;U- [1.Z4] MJ7*>«-*;U|?= h'J;U257mg$mr90°C 

;U*7A^7PTh^7Y- (^ai#;£PP*;i,A:>$/-;i,=75:1) T?MU 5- (3- 
>5VU7x<j/) -3->^UX;i,7T-;U- [1.Z4] h'J7v>-6-*;^-9-5 K20&ie£ai 
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&6R1 

*-*>i»lt*ri>-2r [ (2-v/^U75/X^l,) 75/] -6- (3->^JU7-ijy) tf 

Y5S;>-5-*;U7t?-HJ;u 68Qng £v/^;ux;u**v K 7ml I3g»u M&*'J^A 
TO* £31%»B<irtS* 1.2.1 £fln*, 6ttrca5NM«&Lfc. 5ftgftftfC*?bl £ 

K^7*- GgUtt ; ^PPfoUk : > */-;i, : 7>*X77K=400 : 10 : 1) T'H^U 
4-*>v;M-*i>-2- [ (2-^5^7 5 /X*;U) 75/] -6- (3->^U7-«J/) tf'J 
5 v>-5-*;Ut:*t>- 5 K 340ig £&fc 0 

skm i twmzLxmm i-mm 14 aimi^ is-i-hm 18-3 mm^t-mm 

H660IJ15 

4-*>v;U75/-2- [ (2-^/5^7 5 /X?Ml,) 75/] -6- (3-/ ^JU7=. <J J ) e 
■J5v>^-*;U^-9-= K 30Qhb 3Qnl I3§#U 10%/<5S?^A-gtttft 300tb $ 

TK^HHSIT, 4ftE-C30NM«J*Lfc. «ttl*a3feL»«*«E«4LTl»6*ifc 
«a*S/'J*y;i,*5A^nT h?5:>*- GStbft • *pp*;ua : y */-;i, : 7^ 
-77X=50:10:1) TgSSU 4-757-2- [ (2-i?^;U7 5 / Xf^l,) 75/] -6- (3- 

HJS0IJ16 

4-7 5/ -2- [ (2-v/^75/X^U) 75/] -6- (3-/ ^/U7~ >j /) f 
'J 5 S?>-5-*;U7f?+-9-5 K55rg£ t°'J V> 1. 5ml |^» U 23ul £tQ;L 

25 mn *iv* 50°cx- 15 NUHtLfc. m««KLTft&4i&ttt2,ij 
■hfil-hvJ+'pnihVvH- (gUft; 2pp*;uA: /2/-;u: 7>^- 7 ^= 

100:10:1) -CWIU 2- [7-fe^U- (2-i?/^75/X^U) 75/] -4-75/ 
-6- (3-/^U7x<jy) tf'J 5 v>-5-a;Utf*-9-= K 5Qrg 

mm is <t»c l-ciwj 23-1 mmm\ 23-2 ssaxb&tt&te. 

HS50»] 17-1 

4-«>*J/L>***s4- [ (2-v/^U75/X^;W 75/] -6- (3-/^7x'jy) \* 
l J 5 S?>5-*^WS K 1. <fc £r 1*7 k h*P 75>-X$ / (2 : 1) 45ml |Z 

U«*£«EH*LT 2- [ (2-^^U75/X^;u) 75/] -6- (3-/^U7x>j/) - 
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4-t°'J 5 K>^-*;u^4^5 KfflQigfcUfc. 

mm 17-1 £H»i=LTaas« i7-2~ius0t] 17-9, m.m m-mm 20-3. njg^j 35-1 
Rimmm 35-2 se<wbs&£$fc. 

Ute^J 19-1 

^(3-^p^7-U/)-2-y^u7 > ;u7r-;i^-t°'j5 K>5-^tH^ 5 k ^ ( - KH . 

^>^U75/X^U75> 0.93ml £*n*, 9tftTM«Mffl»Lfc. fiJ6»**«fiLT 
f*&*lfc»*l::7-te hx h 'J 2ml tmxaa-CflWLTHfttl Lfc@^g^aiffiL7-b h 

IQnl ^E&gJ^&ffJgALT 6-(3-^P^7-'jy)-2-[^^^;U7S/ X^;u)7 
5 /]-4-t°'J 5 K>-5-*;U-K++»-5 K 18Qig fcftfc. 

www 19-1 tf*ffiizLxmmvh2~m,m mmmzri-mmzh*. mmmzh 
i -mm 26-25, hjs^i 38 su^g^j 39 tmoitsmzmzo 
mm 21-1 

[2- [s-rtju/fce-nu-e- (3->^;u7-y/) -4-t°'j5 K>-2-ou75/] > 
*;u*;u<s t-?f;i,xxf;i/ 90Qng $ / iooni fz»«u 4N t&ifm-Wt 

tir&Ltz&&£nmLX 2- [ (2-y?jU7Syx?A,) 75/] -6- (3-/ ^;u7~ijy ) - 
4-f'J 5 K>-5-a;M?*-*S k iggig^ 

21-1 t ftfflZ LXmm 21-2 IBttGMb£&£fcfc. 
IU&0IJ22-1 

2- [ (2->^75/X^) 75/] -6- (3-/^U7-'J/) -4-tf'J S K>*-*;i,7|? 
4-9-5 K ^^467rrg$N,W-i;>5 1 ;U/tWUA75 K-?dP7fc»UA (1:1) 30*1 £388 U 
3-7ix^^n e^->7^x t K 20Qng £ h 'J 7-tr h*v7MHb*OiSi* h 'J 840* $ 

15QnU Jfclve*nPrt/Ufc-/$/-fl, (10: 1) lOQnl TttiU LT^H^^t^fc $tt 

200:10:1) T?««U 2- [2- [>^U- (3-7i_;^P tf;U) 75/] X^T5/] - 
6- (3-/^7XU/) -4-t°'J5 K>*-*;HK^S K43Bb B ^»fc 0 
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mmm 22-1 t mmz Lxmmm 22-2~mm 22-7 ttmnitsyizmzo 

2- [ (2-7^U7S7X^,U) 7 57] -6- (3-^,1,7- .,,) -4-fcf'J 5 K>-5 

;u757?pt%) ***2^ s rant 120* i-tKn+i^yHJT!/-*** 

MOM 'J OA 100n g<D;l^|z*?y *ju*,i,A75 K 6ml 18 BfflWtLfc. 

LT2- [ [2- (^7^7577*^1,7^1,757) X^U] 75/] -6- (3-7.* 
HMH27-1 

3-757-5- [ (2-^7^,757X^1,) 757] -*-**A,&Vy-2-±Jlrf 
+■9-5 K 420* £$?*dq7*:, 2Qni |=jf«u h'J7xx;uf*A*:/ l.i5g tmm 

2Qni ^w»**5-f K^fflt^a^Lfco m2%E8*Lzmzi<>)i3>f)\,* 

vUOUl h^77^- GgUft ; *DP7M,A : 7$7-;U : 7>*-7*=200 : 10 : 
D TfSSU 5- [ (2-i;>^757X^U) 757] -6-7 ^U-3-?ix,U7 = y 
fc?5v>-2-*;U*>-9-5 K 10Qrg 

^6S0»J 27-1 £ Lxmmm 27-2 Gtcaik^ttSftfc. 

£1160128 

5- [ (2-v7^757X^U) 757] -3- (3-7^U7x.jy)- t 7i?>-2-*;U 
***5 K20Ong^PP^Aanl f38»U N-^QD3/\^K-f 5 K lOIng 

-e e mmuz. ejshtsl &zm*. immmtb'j^ijmm. mom*. 

7 h?77<f- GftUXf ; *PP*;UA : 7*7-;U : 7>*X7*=500 : 10 : 1) T>m 
U (H7PP-5- [ (2-v>^U757X*;i,) 7 = /] -3-(3-7^7x«j/)- t ^i; 

H&0IJ29 

5- [ (2-v7^757X^;u) 757] -3-(3-7^U7x.jy)-e5^>-2-*;u 
***5 K2(X>ng £v*PP7*>6ni £ 7* U Mj;u 3nl izjgjgU *ftT*-fe7>$; 
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*-7*=200:10:1) T^ gU 6-7,U*-p-5- [ (2-^ W5 ; x ^) 75,3 
-3- (3-> Wx-j / )-t£vi»-2-*)\,#*V$ K ITng £*#fc 0 

5- [ (2-i?/*,l,75/X^l,) 75/] (Z-*=f-)\,T- 
U/) t^v>-2-AJU,-t?^= K© 223* <D*PP*,UA lOQnl J|»=»bT>j!f> 
2-3g flftft&m-C 16 MWLfc, TmSffifeU *K«*E*£l?ft& 

^v^^7A>;P7h^7<- G»m; *PP*;UA: >*/-,u= 
20: 1) vmL 5- [ (2-v>^U75/X;P,U) 75/] -6-7^5,1,-3- 

H&0U31 

5- [ (2-v/^U75/X*;U) 75/] -6-*;US;U-3- (3->^7-'J/) t ° 

7i?>-2-*;ut^5 K55ng(Dx^y-ju5mi wtcy/i, 

1 KP7=» 5ml fcjgfcu 1«/<55*!>IJStt« 15^ ^x.*mj?a»TTf 20 

7*-<WW;*BniM*:**y- ;l ^» :1) Tfffi^L 3- B-ajUtE-fJU-a- 
[ 8-^f*7«/i W M 75/] -5- (3->^7-'J/) t^v>-2--f;u] 
^ntf^>Kx^;u24R B $#fc 0 

HSS#J32-1 

3- [6-*JU*-f*-s- [ (2-i?>^U75yx W 75/] -5- (3-/^7~ 

«K«tFLmo PH £ 5 «Lfc. «««IE«L-a»6*i<att«ft*^ 
Q7 ^^~ **/-;i>=1 : 1) T-HSSL 3- [6-*JU/*E-f,u- 3 - 

[ 75/] -5- (3-y^7x.j/) t7V>-2-^;u] 

^60>J32-1 il^H=LT586fe0lj32-2EK(Djb^S$»fc o 
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6-k>vV;u-5- [ (2-i?yW5/lfiW 75/] -3- (3->^7~ijy) 
t°7V>-2-*;U^-9-5 K26Ong0X$y-;U5„| t^hvt KP77>5nl <Djfj$(C* 

fcBSfc* 5Qnl □ □ *;UA ISQnl T*tttU Lfc„ #ttS£fifOft&kT$» L*:&, 

BUT^^A-eiaiL, s»*»eb£lt 5- c (z-^ws/iwo 75 

HM534 

5- [ (2-£?>?^,75/X^|,) 75/] -6- (1-tKD*H-^AiW) -3 
- (3->^7-'J/) tv^>-2-*;U7tx>-y-= K 21 Org 5ml ZHQtL \2fCV 45 

mm ; fnn^A : /*/-;U , 7>*X7*=300 : 10 : 1) T^LUb+lfc^ 

^i^-;^i-f;^Lt5- [ (2-v>^u7Syx^;u) 75/] -3- (3- 
/fW-'J/) -6- (2-zfa«=j,) e^v>-2-*;u^+f-5 Kl2a««ftfe. 
HSS^|36 

2- (2-t KP*$/X?W5/) -6- (3->W-U/) -4-tf'J 5 K>-5-* 
;i/***-9"5 K43Qig iuN-Sfc**;UM*A7S KSCml l3g»U 3-tMt/?MU10ul t« 
ittrvOA 93Qng 60°C-C 40 B*ffll|*Lfc. LT#&*lfc3S«f=* 

50ni £Jn*, Iffllx^nsoni "ettiiiLfc. *l£SUTOx*;U"Cttai Lfc^ s 

'J^ua^i^PThy??*- C§£tJ&; ^PPTfaUZO -CflWU 2- (2-fc KD* 
S/X*;U75/) -1->^;U-4- ( 3 -/^7x'j/) -6-tf'J 5 K>-5-*;ut:+ 

2- [ (2-t KP*«>X*;U) 75/] -1->^;U-4- (3->^;i,7xiJ/) _ 6 _ t ° 
V5 K>-5-*JI,j|e*frS K 50ng £t?'JS?> 5ml f3gfl?U > * >X/U*:/ig* □ «| K 
30ul *JBASa-e7.5R|Sffl|»Lfc. ^;l£&Kv/^U75>#&j£5ml Sta^BST? 
MRfiMWtLfc. ^$«E»*LT»&jfcfc»^^15iil *PP7M,A30ml T* 
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?4- tnaftjlA: >^/-^:7>^-7*=100:10:1) "C*&$gU 2- 

[ 75/] -l->^;u- 4 - ( 3 -y ijy ) _ 6 _ tf 

3, 1 4f5S0<b^lt W6IWL<ld«Jiai=E«fl)^tRit»|cLT, X 

R f : MfflM; E x : mmmm^ Structure: ffcigit Data: 

$ (F : FAB-MS (M+H) \ FN : FAB-MS (M-H) \ E : E I -MS, N 

D : m&m**? bJl (TMSWW, j§i£DMSO-d 6 ) ,NC: ttttft^M^ 

^WKTMSrtJW, iliCDCI,), M:|U CO), Ph:7i^k B 

n : *I/i?;k Me : >^;k E t : I^Jk n P r : ^DtX i P r : 

n B u : ?*Jk t B u : t e r t -^k cHex:vi? P^i/Jk A c : 7-fe^k 

Boc : tBuO-CO- To I : 3-*?-Jl,7x—)\, 
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(1Hs), 9.16(1Hs), 10.49(1Hs), 12 90(1Hs) 


17-6 


3-Me 


Et 


F:371, ^D <5:0.90-1.30(3HnO. 1.5O-200(4H,m). 
200-2 40(5HnO. 250-3.50(5H.nO. 6.75-6.90C2H 
nO. 7.05(1H.s), 7.18(1Ht,J=7.9Hz). 7.38-7.50(2 
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19-1 


3-Br 


Me 

Me' N ^NH 


».*/«/4, w 0 .£l»lwts;,2 46(2H,t, »£-5. 8H2), 
3. 41 (2H d. J=5. 1Hz) , 6. 95(1H. brs) . 7. 14-7. 40(4H, m) 
8 11 (1H, brs) . 9. 16(1H. brs), 10. 59(1H. br), 13. 12(1H, 

s) 


19-2 


H 


Me 

Me' N ^NH 


F:317, M) <J:218(6as). 242-2 44(2Km).3.39(2H, 
d, J=5. 1Hz),6.86(1H, brs) , 7. 02-7. 06 (2H m) , 7. 30<2H. 
t J=8. 1Hz), 7. 60(2K d. J=8. 1Hz), 9. 17(1H brs) , 10. 54 
(1Kbrs).1297(1H,s) 


19-3 


3-N0 2 


Me 

Me' N ^NH 


F:362 M:288-290 


19-4 


3-CF 3 


Me 

Me' N ^NH 


F:385, M:285-287 
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^9 (tt#) 



19-5 


3-1 


Me 

iiic nn 


F:443. M: 260-262 


19-6 


3-MeO 


Me 

Me n ^^m 


F:347, M:234-236 


19-7 


4-Br 


Me 

Me' N ^NH 


F:396. ND 6 :2 18(6Ks).243(2Rt. J=5.8Hz), 

3 39(2Rd J=5 IH7I 6 Q3f1H hrc> 7 I9fiw a t- 
u, w 1, u, u-vi. in^ , 0. so v.in, ursy , /. I^Uit, 0, cP 

3. 7Hz), 7. 45-7. 47(2Hm). 7. 57-7. 59 (2H oO. 9. 17 
(IK brs) . 10. 64 (1H. br) . 13. 05 (IK s) 


19-e 


4-tBu 


Me 

Me v NH 


F:373. M.282-284 


19-9 


4-nBuO 


Me 

we nn 


F:389, M:235-237 


19-10 


3, 5-Me 


Me 

Me' Nv ^NH 


F:345. M> <5 :2 18(6H s),2 24(6Ks),244(2K 

t J=5 9Hz) 3 42(2R d J=5 1Ht1 fi fiJUlU h,c^ 

6. 87 (IK brs) , 7. 05 (1R d, J=3. 7Hz) . 7. 25 (2H. br 
s) . 9. 18(1H brs) . 10. 51 (1H br) , 12 87 (1H, s) 


19-11 


3, 5-Br 


Me 

Me' Ns ^NH 


F:475. M.-283-285 


19-12 


3. 5-MeO 


Me 

Me' N> ^NH 


F:377, M:275-277 


19-13 


3,4-CI 


Me 

Me NH 


F:386. M: 286-288 


19-14 


3- CI, 

4- CF 3 S 


Me 


F:451, M:285-287 


19-15 


3- Br, 

4- Me 


Me 

Me' Ns ^NH 


r .*nu, tv o .1. i»Ws; 1 Z.30wn,s;,Z45(2H, 
d, J=5. 9Hz) , 3. 40 (2H brs) , 6. 93 (1H, brs) , 7. 13 (1 
K brs) . 7. 25-7. 30 (2H. m> , 8. 12(1K brs) , 9. 15(1H. 

hm) 1ft RfiflM i'i m f1U ~\ 
ors;, iu. 00 \\r\ or), lo. Ul Un, s) 


19-16 


3- Br, 

4- CF3O 


Me 

Me' Nv ^NH 


F:480, f© <5:218(6Hs),246(2H.brs),3.42(2 
K brs) , 7. 02 (1K brs) , 7. 21 (IK brs) , 7. 55 (IK nj) , 
7. 52(1K brs) . 6 31 (1K brs) , 9. 16 (1K brs) , 10. 66 
(1Kbr).13.23(1Ks) 


19-17 


3-MeO, 
4-CI 


Me 

Me' Nv ^NH 


F:381, M.-250-252 
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a 9 (ft*) 



19-18 


3, 4,5-CI 


Me 

Me' N ^NH 


F:420, N) <5:2.19(6Ks).3.40(2Kbrs).7.04(1 
K brs) . 7. 26 (IK brs) . 7. 95 (2H, s) , 9. 13 (1H. brs) . 
iu. O/Un, or;, 1*1 ^SHIH s) 


19-19 


3,5-Br, 
4-MeO 


Me 

Me' N ^NH 


F:505. M) <5:2.19(6Ks),2.46-Z47(2Km).l40 
(2H, brs) , 3. 77 (3H. s) , 7. 04 (1H. brs) , 7. 19(1H, br 
s) . 7. 93 (2H s) . 9. 14(1H brs) . 10. 50(1H, br) . 13. 0 
9(1Ks) t 


19-20 


3,5-Br, 
4-Me 


Me 


r.<KW, tv 0 ItKOn, s;,£45wK s;,3. 41 (2H, 
d. J=4. 4Hz), 6. 98C1H. brs). 7. 21 (IK brs). 7. 94(2 
K s) . 9. 13 (1K brs) , 10. 61 (1K br) . 13. 1 1 (IK s) 


19-21 


3-Me 


Et 

Et' N ^NH 


F:359. M.-219-221 


19-22 


3-Me 


N NH 
Me 


F:345 , M.215-217 


19-23 


3-Me 


ran 


F:357 . M:227-229 


19-24 


3-Me 


Me 

Me' N >ONH 

\— y 


F:385. M:276-277 


19-25 


3-Me 


Me 

Me'^XpNH 


F:403. M:273-275(dec) 


19-26 


3-Me 


Ma 

me 

Me' N Y^NH 
Ph 


F:407, M:277-279 


19-27 


3-Me 


me 

BnO^ 


F:451. ID 6 :2 24(3Ks). 2.29(6Ks), 2 80- 
290(1H.m), 3. 44-3. 50(1 Km). 3.50-3. 64C2H. 
m). 4.47(2H,s), 6.75-6.85(2Km>, 7.05-7.15(2 
Km). 7.25-7.40(6Km). 7.47(1Ks). 9.16(1H. 
d.J^.6Hz). 10.54(1Ks). 1Z92(1Ks) 


19-28 


3-Me 


Me 

Me-'J^NH 
BnN— ' 


F:476. M:245-247 
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a 9 Oft*) 



19-29 


3-Me 


Me 

Me' N ^NH 

Cf 


F: 359, l€ <5 : 0.88(3H.t J=7.3Hz), 1.05-1.23 
OH.nO. 1-50-1.60(1H,nO. 222(6H,s). 2.28(3 
Hs), 246-250(1H,m). 3.05-3. 18(1H,nO. 3.50 
-3.64(1H.m>, 6.86(1H,d,J=7.3Hz). 7.02-7.08(1 

U _\ 1 iC fill X. L.1 Oil \ -r n-t /•€ 1 I t <-■«*.. 

am;. 7. lolltit, if=7.8Hz), 7. 37(1Rd, J=7.9H 
z), 7.49(1Hs), 9.16(1H,s), 10.51(1H.s), 12 
92(1Hs) 


20-1 


3-Me 


Me 
HO 


F:361. fC <5:229(6H,s), 230(3H,s), 258-2. 
66(mni). 3.2(H.50(5HnO, 6. 76-6. 90(2H.m). 
7.04(1H.s), 7.17(1Kt,J=7.8Hz), 7.38(1H,d.^ 
6.8Hz), 7.50(1H,s), 9.16(1H.s). 10.54(1H.s). 
12 92(1H.s) 


20-2 


3-Me 


Me 

Me'^XpNH 

M— ' 
H 


M:240-242 M) 5:1. 32-1. 50(1H,m). 1.72-1.90 
(1H,m), 2.21(6H.s), 229(3Ks). 256-266(1 
Km). 270-2 90(3H,m). 3.00-3.60(4Rm). 6.85 
(1K d. J=7. 8Hz) . 7. 04 (1 H, s) , 7. 18 (1H. t, J=7. 8H 
2). 7.34(1Kd,J=7.8Hz). 7.53(1Ks), 9.20(1K 
s). 1290(1Ks). 


20-3 


O 1)6 


MM \ 


F:329. M) <S:1.65-1.75(1Km) ( 200-2 15(1H, 
m), 229(3H,s). 280-3. 10(4Hm), 4.27(1H,s). 
6.83(1Hd,J=7.3Hz), 6.98(1Kd. J=4.9Hz), 7.1 
8(1H.t.J=7.8Hz). 7.30-7.60(3H,m). 7.99(1H. 
s). 9.35(1Hd^5.9H2). 1286(1Hs) 


21-1 


3-Me 


H 

Me' N ^NH 
• HCI 


F:317, ND <S :2 30(3H, s). 252(3H d J=1.9Hz). 
3.1K2Kt,J=5.9Hz), 3.59(2iq,J=5.3Hz), 6.8 
7(1Hd,J=7.3Hz), 7.11(Rd.J=4.4Hz). 7.12-7.2 
6<2H.nO. 7.32-7.40(2Hm). a69(2Kbrs). 9.18 
(1Hd.J=4.4Hz). 11.01(1Kbrs). 1291(1Hs) 


21-2 


3-Me 


in 11 n 

H 


F:393, M: 167-168 


22-1 


3-Me 


Me 


F:435, M> ,5 : 1.60-1. 75 (2H.m), 219(3Hs), 
228(3H.s), 230-236(2Kni) 248-? 
m), 256(2Ht.J=«.3Hz), 3.35-3.45(2H,m), 
6.75(1Kbrs), 6.85(1Rd, J=7.8Hz), 7.02-7.10 
(1H.m), 7.12-7.28(6Hm). 7.41(2H.s), 9.17 
(1Hs), 10.67(1Kbrs), 1292(1H.s) 


22-2 


3-Me 




F:407. M: 123-124 
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£9 (ft*) 



22-3 


3-Me 


OC^Me 
Me 


F:385, M:259-261 


22-4 


3-Me 


Me 


r.J/1, M:Z57-2d9 


22-5 


o me 


Me 

Me^..-^\^Nv^ — llu 
N NH 

Me 


F:388, M) <5 :2 11 (6K s), 220(3H.s). 229(3 
Ks). 230-235(2Km). 240-260(2Km), 3.20 
-3.50(2Hm), 6. 81 (1H, sj, 6.85(1Kd, J=7.8Hz), 
7.05(1Ks), 7.18(1Kt.J=7.8Hz), 7.35-7.45(2 
Kni). 9.17(1Ks), 12 91(1Ks) 


22-6 


3-Me 


Me 


F:375. ND <5:213(6Ks). 2 29(3Ks). 239(2 
Kt,J=5.9Hz), 3.45-3.56(4Km), 6. 85-6. 90 (2H 
m). 7.07(1H,d,J=4.4Hz). 7. 18(1Kt. J=7.8Hz), 
7.30-7.50(2Km), 9. 16(1Kd J^J.9Hz), 10.45(1 
Kbrs). 1290(1Ks) 


22-7 


3-Me 


MeNw^MH 


F:343. ND <J :1.55-1.70(1Km). 220-230(5K 
m). 250-255(2Km), 2 60-2 70(1Km). 4.20- 
4.30(1H.m). 6.86(1H.d.J=7.3H2). 7.00-7.10(2 
Km), 7.19(1Kt. J=7.9Hz), 7. 28-7. 35 (IK m), 
7.49(1Ks), 9.16(1Ks). 10. 21 (1H, s) . 1290(1 
Ks) 


23-1 


O Rlc 


Ac 

Me' Nx ^NH 


F:359. I€ 6 :1.85-1.95(3Km), 229(3Ks). 2 
70-2 90(3Km). 3.40-3.50(4H,m). 6.80-6.90(2 
Km), 7.00-7. 10(1Km), 7. 16-7. 24 OK m), 7.32 
-7.44(2H,m), 9. 10-9. 22(1 Km), 10.50-11.00(1 
Km). 12 80-13. 00(1Km) 


23-2 


3-Me 


Me 

Me ;s' Ns ^NH 

0*0 


F:393. ND 5:229(3Ks), 2 74(3Ks). 286(3 
Ks), 3.20-3.30(2H,m), 3.40-3.55(2Km). 6.80 
-6.90(2Km). 7.07(1Kd J=4 4Hz) 7 2D(1H.t J 
=7.8Hz), 7.35(1Ks), 7.40(1Kd, J=7.8Hz), 9.1 
7(1Kd,J=4.4Hz). 10.73(1Ks). 12 90(1Ks) 


24 


3-Me 


Me 


F:402 M) 6 :200-2 20(6Hm). 229(3Ks). 2 
65-3.00(5Km), 3.40-3. 60 (4Km). 6.80-7.20(3 
Km). 7.19(1Kt.J=7.7Hz). 7.30-7.44(2Km), 
7.32-7.44(2Km). 9. 18(1Kd. J=4.3Hz). 10.63(1 
Ks). 12 85-12 95(1Kni> 
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I 



S1 o 



ArN NH 
N ^CONH 2 

H H 



EX 


ArNH 


Data 


EX 


ArNH 


Data 


25-1 




F:323 
M:279-281 


25-3 




F:361 

M: 246-248 


25-2 




F:357 

M: 272-274 


25-4 


Q30-NH 


F:405 

M: 290-292 



- a V r2 



R N X 

R 3 R 
£1 1 R 



N JyCONH 2 



Ex 


R 3 


A 1 R 2 
D n 


R 4 


Data 


26-1 


Me 

Me' N ^NH 


TolNH 


H 


F:315. M) <5:Z19(6Hs), 2.29 (3Hs), 
2.47 (2H t, J = 6.3Hz ). 3.45 (2H.nO, 
6.79 (1H.d.J=7.3Hz), 7.16 
(1HtJ=7.8Hz). 7.23 (IHbrs). 7.36 
(1Hs), 7.48 OKbrdD, 7.53 (IHbrs). 
7.64 (1K bra). 7.68 (IHbrs). 11.42 
(1Hs) 


26-2 


Me 

Me' Nv ^NH 


CI XX NH 


H 


F:335. M) 6 :Z20 (6Hs). 247-251 
(2Hm). 3.44-3.48 (2Hm), 6.99-7.02 
(1Hm>. 7.27-7.43 (4K>n). 7.74 (2Hs). 
a 10 (IHs). 11.63 (IHs) 


26-3 


Me 

Me' N ^NH 


MeO^^NH 


H 


F:331. W 6 :2 19 (6Hs). 244-251 
(2KnO. 3.44-3.49 C2Kni), 3.76 (3Hs). 
6.53-6.56 (1Hm). 7.07-7.24 (3Hm). 
7.39 (1H a). 7.49-7.50 (1HnO. 7.64 
OKs). 7.69 (1Hs). 11.51 (1Hs) 
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«1 1 («#> 



26-4 


Me 

Me' N ^NH 




H 


F.-346. H) 5 :219 (6Ks), 2. 49-2 52 
vzn, nv , o. a i o. oo v/n, nv , /. oo U n, s) , 
7.51-7.57 (2H.m). 7.72-7.82 (4H.ni), 
9.11 (1Hs). 11.88 (1Ks) 




Me 

Me' N ^NH 


A 


u 
n 


FN:341, W) 5:218 (6H.s), 244-255 
(2Km). 259 (3Hs), 3.50 (2Rdd). 7.30 

fill K«-^ T vlfL_"7 Ad /ou \ t en 

UH,Drsj. /.4tr-/. 4o (31 nv, 7.58 
(1Hd), 7.68(1Kbrs), 7.81(1H.brs), 
7.82(1Kd). a 39 (IHs), 11.63 (1Hs) 




Me 

Me' Nv ^NH 


MeOOC^^NH 


H 


F:359, H) 5:218 (6Ks). 244-252 

/OU _A O CTi /nil i A o rtr» /<m ■ \ -» « j 

(mm), 3.51 (2Hdd), 3.86 (3Ks). 7.31 
(1H.brs), 7.40-7.47 (2H,nv. 7.56 
(1H.d). 7.65-7.77(3Hm). a62(1Ks). 
11.67 (1Us) 


26-7 


Me 

Me' Nv/N NH 




H 


F:403. W) <5 :221 (6Hs). 246-255 
(2H.nO. 3.49 (2Hdd), 7.26-7.35 (2Hm), 
7.45 (IHs), 7.53-7.58 (2Hm). 7.62- 
7.78(5H,m). 8.20(1H,s), 11.75 (1Hs) 


of? n 
£0 D 


Me 

Me' Nv/v NH 


onNn 


LI 

H 


F:315 . tO 5:210 (6H,s), 230-233 
(2Hm), 230-235 (2Kni), 4.60 
(2Hd. J=6.4Hz), 6.92 (1Hs). 7.14 
(1Hs). 7.19-7.33 (5H.ro), 7.42 (1H.s). 
9.12-9.15 (1Hm) 


26-9 


Me 

Me' NN ^NH 


Ph^ NH 


H 


F:329 . M) 5:217 (6H,s), 242-2 47 
(2Hm). 283-286 (2H.nO. 3.40-3.45 
(2Hm). 3.56-3.61 Otm). 6.85 (IHs). 
7.13 (IHs) 7 18-7 37 (7H.nO 8 79- 
8.82 (1Hm) 


26-10 


Me 

Me' N "^NH 


cHexNH 


H 


F:307 . ND 5:1.20-1.37 (5H.m). 1.55- 
1.68 (3H,m). 1.90-1.93 (2H,m>, 218 
(6Hs). 240 (2HtJ=6.8Hz), 3.34-3.39 
(2HnO. 3.82-3.88 (1H,m), 684 (IHs). 
7.08 (1Hs). 7.31 (1Hs). 7.37 (IKs). 
8.73 (1Hd.J=7.3Hz) 
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m 1 1 («») 



26-11 


Me 

Me' N ^NH 
Me 




H 


F:360, M) 6 :0. 97 (3K d, J=6. 8Hz) , Z 19(6 
Hs). Z81-Z86(1Hm>. a35-3.47(2KnO. 
4.34(1H.tJ=4.9Hz). 7.37(1Ks). 7.53- 

7 57 irrt 7 fi7— 7 7n^9U m** 7 "7n_*7 oo 

GHnO. 9.17(1Ks), 11.880H.sd 


26-12 


rr NH 

Me 




H 


F:386, N) : 1.40-1. 45 (1H.nO, 1.53-1.69 
(3Hm). 1.78-1. 82 (1KnO. 216(6Hs). 2 
77-Z79(1H,m). 4. 33-4. 35(1 Km). 7.36(1 
Hs). 7.44(1Hs). 7.53-7.62(2Hni). 7.77 
i.at\fi\,W, /. y/Un,d, iF=7. 3Hz;;, 9.25 
(IHs). 11.93(1Hs) 


26-13 


Me 

Me' Nv ^NH 


TolNH 


O^Ph 


F:419, M) <5:Z23(6Hs), 2 33(3Hs), Z 
56(2H,t,J=6.3Hz), 3.64(2Hq. J=6.4Hz), 
6.88(1Hd,J=2 4Hz), 6.93(1Hd, J=7.3Hz), 
7.26(1H,t,J=€.3Hz). 7.45-7.65(5Rm). 
/.o&-7.8o(3H,nv, 9. 50(1H,t. J=5.3Hz). 1 
1.76(1Hs) 


26-14 


Me 

Me' N ^NH 


TolNH 


CH 2 0H 


F:345. M) <S:Z19(6Hs), Z30(3Hs). Z 
45-Z55(2HnO. 3.53(2Hq. J=6.3Hz), 4.46 
(2Hd.J=5.4Hz). 5.24(1H.tJ=5.3Hz). 6.7 
8(1Hd,J=7.3Hz). 7.05(1Ht J=5.4Hz). 7. 
16(1Ht.J=7.8Hz), 7.25(1Hs). 7.46-7.53 
uilnU. /.ooUHs;, 11.35(1Hs) 


26-15 


Me 

Me' Nv/v NH 


TolNH 


Me^CH 


F:359. M) 5 :1.37(3Hd. J=6.4Hz), Z19(6 
Hs), Z29(3Hs), Z48-Z52(2H.n), 153 
CHq,J=6.4Hz), 4. 75 (1H, quint, J=6.4Hz), 
5.49(1H.d,J=6.3Hz). 6.78(1H,d, J=7.8H 
z). 7.16(1H,t.J=7.8Hz), 7. 20-7.28(2H, 
ni), 7.40-7.52(2H,m), 7.80(1H,d, J=1.9H 
z). 11.30(1Hs) 


26-16 


Me 

Me' N ^NH 


TolNH 


Ite^OH 


F:373. M) <5 :1.49(6Hs). Z20(6Hs). Z 
29(3Hs), Z50-Z55(2Hrn), 3.53(2Hq.J= 
6.3Hz), 5.74(1Hs). 6.77(1Hd, J=7.4Hz), 
7.16(1H.t,J=7.8Hz), 7.28(1Hs). 7.42- 
7.55(3Hin), 7.88(1H.t, J=4.9Hz). 7.88(1 
Hs). 11.24(1Hs) 
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26-17 


Me 

Me' N ^NH 


TolNH 


0 0 

S 1 


F:401. N) c5:2 21(6Hs), 230(3Hs). 2 
45-255(2Rm). 3.45-4.00(9Rm). 4.57-4. 
63(1Hm). 6.79(1Rd.J=7.3Hz), 7.13-7.24 
(2Rm). 7.31-7.24(2Rm), 7.31 (IKs). 7. 
47-7.53(2Rm). 7.58(1Ks), 11.37(1Rs) 


26-18 


Me 

Me' N ^NH 


TolNH 


/All \ 

(CH 2 ) 4 
COOMe 


F:429. ND 6 : 1.55-1. 75 (4Km). 219(6K 
s), 229(3Ks), 237(2Rt,J=6.8Hz), 24 
5-2.60C2H.ni). 3. 45-3 55 C2R m) , 3.59(3H, 
s). 6.76(1Hd.J=7.3Hz), 7.07(1H.t, J=5.4 
Hz). 7.14(1Ht,J=7.8Hz), 7.26(1Hs). 7. 
45-7.52(2Rm). 7.56(1Rs), 11.22(1Hs) 


26-19 


Me 

Me' Ns ^NH 


TolNH 


CF 3 


F:383. ND 5: 2.17 (6H.s) . 2.32(3H, 
s). 242-250 (2H.nO. 3.54 C2KdoO. 6.9 
0 (1Rd). 7.10-7.17 (IRm). 7.2lOHt). 
7.46-7.63 (4Rm), 11.62 (IKs) 


oe on 


Me 

Me ^ NH 


TolNH 


Me 


F:329. ND 5:2.19 (6Rs) . 224(3Rs), 
2.29(3H.s). 246-2.53 C2H.m). 3.53 (2 
Kdd). 6.76 (IHd). 7.04 (IKt). 7.13(1 
Kt), 7.21(1Kbrs). 7.44-7.52(2Hm), 7. 
61C1Hbrs). 11.24 (1Hs) 


26-21 


Me 

Me' N >^NH 
Me 


(LN'^NH 


Me 


F:374, M) 5 :0. 94C2Kd.vW.4Hz), 218(6 
Ks), 229(3Hs), 2 90-3.00(1Km). 290 
-3.10(2H.m). 6. 86 (IKs). 7.37(1Ks). 7. 
53(1Kt.J=7.9Hz). 7.70-7.80(3Km). 9.04 
(1Rt.J=20Hz). 11.69(1Ks) 


26-22 


Me 

Me' N ^NH 


TolNH 


Et 


F:343. f© 5:1.19(3Kt.J=7.4Hz), 219(6 
Ks). 229(3Ks). 240-2 55(4Km). 3.52 
(2Kq.J=6.8Hz). 6. 76ClHd, J=7.3Hz), 7.0 
8(1Rt.J=S.9Hz), 7.14(1KtJ=7.8Hz). 7. 
25 (1R s} 7 45-7 ml 7 «nu «a 

11.22(1Ks) 


26-23 


Me 

Me' N ^NH 


TolNH 


nPr 


F:357.M) <5:0.95(3Rd, J=7.3Hz). 1.67(2 
Hsex,J=7.4Hz), 219(6Ks). 229(3Ks). 

245-255(4Km), 3.52C2Kq, J=6.4Hz). 
6.75(1Kd.J=7.8Hz). 7.08(1Kt.v«.9Hz), 

7.13(1Rt.J=7.8Hz). 7.24(1Ks), 7.45- 
7.50(2Km), 7.53(1Ks). 11. 21 (IKs) 
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2&-24 


Me 


TolNH 


CN 


F:340, ND 5: 2.17 (6H, s) , 232(3H, 
s). 244-255 (2H.nO. 3.50 (2R<kO, 6.9 

2 fill rfi 7 99 flU *\ 7 Kyi MU 

t v.in, a;, /. u. \\x\,\) , /. w - /. 04 un, 
nO. 7.62(1Ks). 7.76(1Hbrt). 7.97(1H, 
s). 11.87 (IHs) 


26-25 


Me 


TolNH 


COOEt 


F:387. tD 5: 1.33 (3Kt), 220 (6H.s) 
. 232(3H,s), 246-2 54 (2HnO. 3.57 

(2HdcO. 4.29(2H.dcD. 6.90 (IHd). 7.24 
Wat;, /. •wri. oo UH, m), 7. 71 (In, br 

s). a59(mbrt). 11.72 (1Hs) 


27-1 


Me 

Me' Ns ^NH 


PhNH 


Me 


M: 189-190, ND 5:2 20 (6H,s), 224 (3 
Hs), 245-250 (2Hm), 3.52 (2Kq,J=5. 
0Hz), 6.94 (1Kt.J=5.CHz). 7.00-7.05 (1 
Km), 7.21 OKbrs). 7.26 (2Kt,J=10.0H 
z). 7.61 (1H.brs), 7.66 (2H, d, J=10. OH 
z), 11.28 (1Hs) 


27-2 


Me 

Me' N ^NH 


PhNH 


Ph 


M:173-175, W 5:218 (6H.s), 245-25 
5 (2H,nv, 3.50 (2H q. J=5. 8Hz) , 6.90 (R 
t.»W.3Hz), 6.98 (1H,t,J=7.2Hz), 7.25- 
7.50 (6Rm). 7.60-7.75 (oHiri). 11.46 (1 
Ks) 


28 


Me 

Me' N ^NH 


TolNH | 


CI 


K349, N) 5:218 (6Ks), 230 (3Ks), 
246-252 (2Km). 3.52 (2Hdd), 6.83 
(1H, d) , 7. 13-7. 20 (IK m) , 7. 36-7. 50 (4 
KnO. 7.61 (IKbrs). 11.38 (IKs) 


29 


Me 

Me' NN ^NH 


TolNH 


F 


F:333, N) 5:218 (6Ks), 2 29(3Ks), 
245-253 (2HnO, 3.52 (2Kdd), 6.79 (1 
Kd), 7.15 (1Kt). 7.29(1Kbrs). 7.40- 
7.53 (3Hni), 7.88(1Kbrt). 11.35 (1Ks) 


30 


Me 

Me' Nv ^NH 


TolNH 


CHO 


F:343. ^D 5:220(6Ks). 232(3Ks), 2 
48-252(2Km). 3.60(2Hq. J=5.8Hz). 6.93 
(1Kd.J=7.8Hz), 7.25(1Kt,J=7.8Hz), 7.5 
0-7.60(2Rrn). 7.74(1Ks). 8.11(1Ks), 
a79(1Kt.J=5.4Hz). 9.63(1Ks), 1203(1 
Ks) 



49 



WO 00/76980 



PCT/JPOO/03768 



«1 1 «») 



31 


Me 

Me' N ^NH 


TolNH 


(CH 2 ) 2 
COOMe 


F:415. NC d:1.23 (3H.t, J^.8Hz). 229 
(6H.S), 2 34 (3H,s), 2.59(2H.t,vW.8H 
z). 2 75-2 85 (4H, m). 3.58(2H.q, J=5.9H 
z). 5.12(1H.s), 5.65(1Hs). 6.80(1Hd.J 
=7. 3Hz), 7. 18(1Rt i£7 9Hz) 7 46(1H 
s), 7.51(1Ks), 7.58(1H.d,J=7.9Hz), 10. 
84(1H.s) 


32-1 


Me 

Me NH 


TolNH 


(CH 2 ) 2 
COOH 


F:387. M) <5 :2 20(6H,s), 229(3Ks). € 
45-255(2H.m). 260-2 76(4H,m), 3.54(2 
ftp, J=6. 9Hz) 6 76(1H.d J=7 "W^ 7 14 
(1Kt,J=7.8Hz). 7. 20-7. 33 (2K m), 7.40- 
7.50(3Kni), 11.18(1Hs) 


32-2 


Me 

Me ^ NH 


TolNH 


COOH 


F:359, ND <5: 2 32 (3H.s). 238 (ffts) 
. 277(2Hbrs), 3.66 (2H.dd), 6.91 (1 
H cfi 7 25 (1H 7 v\-7 fin ttu o 

76-8.82(24, Hi), 11.0-120 (1H,brs), 11.9 
2 (1Hs) 


33 


Me 

Me' N ^NH 


TolNH 


OH 


F:421, M) <5:216(6Ks). Z27(3Hs), 2 
30-2.50(2H,m). 3. 40-3. 50 01*), 5.78(1 
H,d.J=5.8Hz). 6.39(1H.d,J=5.9Hz), 6.76 
(1H,d,J=7.3Hz). 7.12-7.51(10H,nO, 7.96 
(1K d J=2 GHz) 11 flH 


34 


Me 

Me' Nv/v NH 


TolNH 


Me 


F:355, ID <S:212(3Hs), 218(6Ks), 2 
30(3H,s), 245-250(2Kin), 3.49(2Hq,J= 
6.4Hz). 5.35(1H.s), 5.43(1H,s). 6.79(1 
Hd.J=7.3Hz), 6.87(1H,t,J=5.3Hz). 7.14- 
7.20(1Km). 7 33(111 d J=1 9b) 7<jv.i 

52(2Hin>. 7.63(1H,d.J=1.9Hz), 11.370H. 
s) 


35-1 


Me 

Me' N ^NH 


TolNH 


Bn 


F:405. H) <5:2.14(6H.s). 2 28(3H.s). 2~ 
44(2H,t.J=6.9Hz), 3.48(2Hq, J=6.3Hz), 
3.96(2Ks), 6.76(1H,d,J=7.3Hz). 7.05(1 
H.t,J=5.4Hz), 7.10-7.40(6Kni). 7.45-7.5 
5(3Hm). 11.23(1Hs) 


35-2 


Me 

Me' N ^NH 


TolNH 


iPr 


F:357, N) 6 :1. 17(6K t J=6.8Hz), 219(6 
Ks), 229(3Ks), 245-250(2HnO, 3.04 
(1Rsep,J=6.3Hz). 3.53(2H,q. J=8.9Hz), 
6.76(1H.d,J=7.3Hz). 7. 10-7. 16(2Hm). 7. 
27(1H,d.J=2 5Hz), 7.45-7.55(3KnO. 11.2 
0(1Ks) 
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^1 2 



Ex 


Structure 


Data 


36 


ToK NH 

n ^YConh 2 
H0 — h X h\ 

H Me 


M:243-247, M) <5:230(3Hs). 3.27<3H.s), 3.45(2Hq,J= 
5.0Hz), 3.61(2H,q,J=5.0Hz), 4. 77 (1H. t, J=5. 0Hz) , 6 85 
(1H,d,J=5.0Hz), 7.10(1H,d.J=5.0Hz), 7. 18(1Kt, J=5 OH 
2). 7.30(2Rq,J=5.0Hz). 7.52(1Hs), 7.62(1H,t. J=5.0H 
z). 9.24(1Hd.J=S.CHz), 1285(1Rbrs) 


37 


Tol- NH 

Me U \ COm z 

Me' N ^N^N^0 
H Me 


F:345. N) <5:216(6Rs). 232(3Hs). 246(2Rt, J=Q 8H 
z). 3.25(3Hs). 3.4O-3.6O(2H.n0, 6.86(1Hd. J=7.3Hz) 
7.11(1Rd,J=4.4Kz). 7.17(1HtJ=7.8Hz). 7.37-7. 42C2H, 
nO. 7.54-7.60(1HnO. 9.23(1Rd. J=4.4Hz), 1285(1Hs) 


38 


Tol^ NH 
Me N -VC0NH 2 
Me'N— 

H 


F:314, N) <S:219 (6H,s), 244-249 (2Hm). 3.41-3.45 

(OU ml C OA /ill i i o mi \ M _ 

WmJ, 5.89 (1H,d, J=a8Hz), 6.67-6.73 (2H.nO, 7 02 
GKs), 7.08-7.12 (IHnO, 7.46 (1H d, J* 3Hz) , 7.52 
(1Ks), 7.75 (1H,d.^a8Hz), 11.51 (1Hs) 


39 


Tol >IH 
Me nV 00 ^ 

H 


M: 179-181, W) <5.Z18 (6Hs), 232 (3Hs), 244-2 4?" 
(2Hm). 3.40-3.55 (2RnO, 6.93 (1H,d). 7.23 (IHt) 
7.53-7.57 (2H.nO, 7.67 (1Hbrs), 8.02 (IHbrs), &33 
OHbrs), 11.45 (IHbrs) 
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R 



N J V C0NH J 



3 



H H 



R a NH 



R a NH 



R a NH 



3, 4-Me 



Me 
Me 



3,4. 5-CI 



3-Me, 4-Br 



3-Br,4-Me 



3-MeOOC, 
4-Me 



3, 4-Me 



3, 4-Me 



3.4, 5-CI 



Me 

Me' N Y^NH 
Et 



3. 4, 5-CI 



3-Me. 4-Br 



3-Br,4-Me 



3-N0 2 , 4-Me 



3-MeOOC. 
4-Me 



Me 

Me' N Y^NH 
tBu 



3-Me. 4-Br 



3-Br. 4-Me 



3-MeOOC. 
4-Me 



3-N0 2 , 4-Me 



3-N0 2 , 4-Me 



3. 4-Me 



Et 

Me' N ^NH 
Me 



3.4, 5-CI 



3-Me. 4-Br 



3-Br. 4-Me 



3-MeOOC, 
4-Me 



3-N0 2 , 4-Me 



3, 4-Me 



Ms 

Me' N Y^NH 
COOMe 



3. 4, 5-CI 



3-Me. 4-Br 



3-Br, 4-Me 



3, 4-Me 



3, 4-Me 



3, 4, 5-CI 



3.4. 5-CI 



Et 

Me' N Y^NH 
Et 



3-Me, 4-Br 



3-Br. 4-Me 



Me 

Me' N V^NH 



3-Me, 4-Br 



3-MeOOC. 
4-Me 



3-N0 2 , 4-Me 



3-MeOOC, 
4-Me 



3-NO,. 4-Me 



He N^NH 



3, 4-Me 



3, 4, 5-CI 



3-Me, 4-Br 



3-Br, 4-Me 



3, 4-Me 



3, 4, 5-CI 



Et' Nv ^NH 
Me 



3-Me, 4-Br 



3-Br. 4-Me 



3-MeOOC, 
4-Me 



3-N0 2 , 4-Me 



3. 4-Me 



Me' N ^NH 



3. 4. 5-CI 



3-Me. 4-Br 



MeO 



3-Br. 4-Me 



3-MeOOC. 
4-Me 



3-NO,. 4-Me 



3, 4-Me 



3, 4. 5-CI 



Et' N- Y^NH 
Et 



3-Me, 4-Br 



3-Br. 4-Me 



3-MeOOC, 
4-Me 



3-NO,, 4-Me 



3-NO,. 4-Me 



3-Br, 4-Me 



3-N0 2 , 4-Me 



Me'^Me 



3. 4-Me 



3. 4. 5-CI 



3-Me, 4-Br 



3-Br, 4-Me 



3-NO,, 4-Me 



Me 



3, 4-Me 



Q^NH 



3,4, 5-CI 



3-Me, 4-Br 



3-Br, 4-Me 



9, 

Me' N 1te 



3-N0 2 , 4-Me 



3. 4-Me 



3, 4, 5-CI 



3-Me. 4-Br 



3-Br. 4-Me 



3-N0 2 , 4-Me 



Me'Se 



3. 4-Me 



3. 4, 5-CI 



3-Me. 4-Br 



3-Br. 4-Me 



3-N0 2 . 4-Me 



3, 4-Me 



3. 4-Me 



3,4. 5-CI 



3-Me. 4-Br 



3-Br,4-M 



Me 



3. 4. 5-CI 



3-Me. 4-Br 



3-Br. 4-Me 



3-N0 2 , 4-M 



3-N0 2 . 4-Me 



9, 

Me'^Me 



3. 4-Me 



3. 4. 5-CI 



3-Me, 4-Br 



3-Br, 4-Me 



3-N0 2 . 4-Me 
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R 2 

D n 

N /L.CONH 2 

N Y 

r3 (I) 



i - 

R 4 

R':-N(R 5 )R\ HBH»**L"C*AtMHR7;i^b>-N(R 6 )R e % OH, 
*#LTtAtv\xP7U— ;k 

A\ A a :B-»*IW:or, 1BMI^Lr*fiiMSa7JU+U> % 




• Hft*€*L-Ctfi^f5«7^*l/>-^E 





E3i:«MS$*LTtAl^P7^b>, SfcSfcW LT£&^7U-bX Xttg 
&S£WLTt&lWfP7'J-b>, 

A»:NR\ CO. O. S, g&S$*rLT4,£^(g»7JMrU:/. 

R 2 . R\ R\ R s . R 8 &tfR 7 : R-XBJW^T. /\Py>, OH. NH 2 , 
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CN, -CHO, -C(=NH)-NH 2< «jBte*LTt,ftlMBft7;U*Jk -C(=0)-B»£ 
**LrtAiMS«7iU4r;k -C^O)-OHBft»**LTt,ftLMStt7;Mrik -so 2 -g 

'tt»«rLT*SiMaft7/u*Jk -c^o)-«Mt**LrtALvvxP7U-;k ®& 

^xn7 y -;k fi&g£*r lt t &LMg|»7;Mr;i^o-s&a£*r lt t At H5»7 
;k 

fflU R'tR 3 i:l4Wtt«A«ai;NtH*iftoT % «Mte*LT*Alv^ P7 
U-il*«LT*A<, ^R 5 A^II^<D^liR 6 li7^iiTO^fl>S^Si*-r-5) 

D n 

N A^CONH 2 

A* J! 4 



^ N A • 1, .XI* \ r ^" 

R R 4 

D :«tt«TLT*A^7'J-;k XI*S&«£*rLTtSl^'VrP7»J-;k 
R 1 :-N(R 5 )R 6 % 

A\ A 2 : m-XltmoX. «jaS«TLT4,AtMi«7JU*UX XI* 




Eg : S&g£=frL-C=t&lv>*P7;U*U:/, XI*M^S^Lr*S^7'J-L/X 
A 3 :NR\ Xl*8£ v 

R 2 , R\ R\ R 5 » R<mR 7 : H-XttJMjoT, /\P^>, OH. NH 2 , 

CN. -CHO, -C(=NH)-NH 2 . «MI»LTtAlHHl7JWr;k -CC=0)-fi»* 
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«ri/ctftiMHR7;HrJk -c(=0)-0HKiai^trtfiLMg«7^k -so 2 -g 
«S£*rLT*aiMHR7JU*jk -C(=0)-l&g££LTt&l^xP7'J-;k 
*€*LT*ftl^n7JU*;k «»t*LTt,a^7U-Jk BftfttftLTtJU.' 
^xP7 U-;k HttStt LT tfitMift7;Mr;u-o-«ftat^ LTt&iMg&7 
;k 

Jffllo 




. I I , 

H R 4 

D :«Mte*LT*Al*7'J-;k 3W«tt«rLrt,ftL^xn7'J-;k 
R':-N(R 5 )R 6 % 

A 1 : $aca« 

A 2 : «Mt**Lrt.At4M7JU+b>, XI* 




e« : fi&S£*rLT*,ai»*n7;t*ux 

R\ R\ &IXR 6 : E-xiiJifco-c. «»#frLT*ai*««7;u*;k 
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4. 2- [ (2-s?/*;u7S/ x*;u) 75/] -ft- (3->^7-uy ) -4-tfy 5 K>-5-a 
/MWs h\ e- (4-^p^7-gy) -2- [ (2-s» w5/x*;u) 75/] -4-t?y 

5 K>6-*;U^^5 h\ ft- (3,5-v^P^7-'J/) -2- [ (2-i?/ *;U7 5 / X^U) 
75/] -4-t°'J5 K>«-*;UK^-5 h\ 6- (3,4-vi7PD7-'J /) -2- [ fr*J**)l, 
75/*^) 75/] -4-e«J 5 K>«-*;U|e^5 h\ ft- (3-^0^-4-/^7- «j 
/) -2- [ (2-t?/^75/X^U) 75/] -4-fc?<J5 K>5-a;M?4*S h\ 2- [ (2- 
v/^;U75/X^U) 75/] -ft- (3.4.5-h'j^PQ7-'J/) -4-tf'J 5 K>*-**# 
+■9-5 K, 6- (3,fr-i;3fP^-4-/^U7xij/) -2- [ (2-i;/^U75/X^;U) 75 
/] -4-e-J 5 K>-5-*;U#+i7-5 h\ 6- (3.5-^^P^t-/ h*v7='J/) -2- [ (2-v 
/^;U75/x^U) 75/] 5 K>-5-*;u,m>9-S s\ H (2-v/*;U75y *> 

?P^>^;U) 75/] -ft- <3-/^U7-'J/) -4-tf'J5 K>5-*jl*|5Ws h\ 2- 
[ (2-v/^75/7Pt%) 75/] -ft- (3-/^;U7-'J/) -4-bf«J 5 K>*-*;HK 
*<7-5 h\ 2- [ (2-v/^;U75/^U) 75/] -ft- (3-/5^,7-11/) -4-t?'J 5 K 
>-5-*;UK*-t7-5 h\ Hi (2-i?/^U75/-3-/^U) ^U] 75/] -ft- (3-/*;U 
7- 'J/) -4-e»J5 K>**;Me**5 h\ 5- [ (2-i?/^;U75/I^U) 75/] -3- 
(3-/^U7-'J/) t^v>-2-*^7t?+-9-5 h\ 6-*OP-5- [ (2-v/^U75/x^ 
)l) 75/] -3- (3-/^U7-'J/) if^J^-2-±)[,7f^Z h\ ft-*>7/-5- [ (2-i?/ 
^75/x^U) 75/] -3- (3-/*;U7xyy) t7i?>-2-*;b7f?^5 K» 5- 
[ (2-v/^75/X^F;u) 75/] -3- (3-/ h+v*;U7fC^U7-'J/) tf?v>-2- 
*;i/7|?+-9-5 h\ 5- [ (2-v/^U75/x^;u) 75/] -3- (3-- hP7^'J/) t^i? 
>-2-rt;U7t-:*l7-5 h\ 5- [ (2-i?/^;U75/X^;u) 75/] -3- (3-/^;U7='jy) - 
6-/^Ut7i?>-2-*;U^-9-5 K, 5- [ (2-v/tF;U75/X5VU) 75/] -3- (3-/ 
^U7-'J/) -6-X^Ut7V>-2-*^^5 KXtt«i€,©tt. 

7. ^^^^©^»cfflt%b*i-5si^(7)ea4isea)Es^i^ e 
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